69 



That which is claimed is: 
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1 . An isolated polynucleotide encoding a member of a family of 
silencing mediators of retinoic actid receptor and thyroid hormone receptor, or an 
isoform or peptide portion thereon (SMRT co-repressor), or an isolated polynucleotide 
complementary thereto. \ 



2. The polynucleotide 
potential of a member of the nuclear 





Kich modulates transcriptional 
erfamily (nuclear receptor). 



J 3. The polynucleotide of clamV2fwherein the SMRT co-repressor 

comprises a repression domain having 

a) less than about 83% identity with a Sin3 A interaction 
domain of N-CoR set fofth as amino acids 255 to 312 of SEQ ID NO: 11; 

b) less than about 57% identity with repression domain 1 of 
N-CoR set forth as amino adids 1 to 312 of SEQ ID NO: 11; 

c) less than abfout 66% identity with a SANT domain of 
N-CoR set forth as amino acids\l2 to 668 of SEQ ID NO: 11; or 

d) less than about i30% identity with repression domain 2 of 
N-CoR set forth as amino acids 736Uo 1031 of SEQ ID NO: 11, 

and polynucleotides to^t hybridize thereto under stringent 

conditions. 
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4. The polynuclepf ide of claim^wherein the SMRT co-repressor is a 
SMRT co-repressor haying an amino acid sequence as set forth in SEQ ID 
NO: 5 or conservative variations thereof. 



5. A polynucleotide wfyich hybridizes under stringent conditions with 
a polynucleotide according to clami 2. 



70 



6. A polynucleotide that'has at least 80% sequence identity with a 
polynucleotide according to claims. 



7. The polynucleotide of^Laim 4, which has a nucleotide sequence as 
set forth in SEQ ID NO: 4, and conserymv^variations thereof. 



8. The pol^mlfcleotide of claim 1, wherein the SMRT co-repressor is a 
mouse SMRTa isoform: 



9. The polynucleotide of claim-6f having an amino acid sequence as 
set forth in SEQ ID NO: 7 or conservative variations thereof. 



set forth in SEQ ID NO: 6 



10. The polynucleoti\^f clain^^\tff^ a nucleotide sequence as 



11. The polynucleotide of claim 1 5 wherein the SMRT co-repressor is 
a mouse SMRTp isofonrf. 

12. The polynucleotide of claim 11, having an amino acid sequence as 
set forth in SEQ ID NO: 9 or conservative variations thereof". 

C^^S 13. The polynucleotide of claini 11, which has a nucleotide sequence 
as set forth in SEQ D^NO: 8. 




71 



14. Theo?olynucleotide of claim"!, comprising a nucleotide sequence 
selected from the group \onsisting of: 

nucleotideXl to 3094 of SEQ ID NO: 4; 
nucleotides Mo 3718 of SEQ ID NO: 6; and 
nucleotides 1 tb 2801 of SEQ ID NO: 8. 



15. A polynucleotide thatmider stringent conditions with a 
polynucleotide according to claim^M, provided that the polynucleotide does not 
contain a sequence identical to SEQ BD NO: 11. 




16. A polynucleotidetiiat-has at least 80J& sequence identity with a 
polynucleotide according to claijn^l4, provided that tjafe polynucleotide does not 
contain a sequence identical to SEQ ID NO: 11. 



17. A polynucleotide of clayai 1, comprising a nucleotide sequence 
selected from the group consisting of: 

nucleotides 1 teT8388 of SEQ ID NO: 6; and 
nucleotides/^ to 7465 of SEQ ID NO: 8. 



18. The polynucleotide of claim J^etfmprising nucleotides 1 to 8561 
of SEQ ED NO: 4. 
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19. /the polynucleotide of claim 1, which is operably linked to a 
second nucleotide sequence. 
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20. The polynucleotide of claim^9, which encodes a fusion 
polypeptide comprising the SMRT co-repressor operably linked to a DNA binding 
domain of a transcription factor. 



21. A vector comprising the polynucleotide of claim 1 . 

22. A host cell containing the polynucleotide of claim"! 




23. An isolated oligonucleotide, comprising at least 15 nucleotides 
that can hybridize specifically to the polynucleotide of clmp>*fbut not to a 
polynucleotide encoding SEQ ID NO: l\ or to a polynucleotide encoding an amino 
acid sequence consisting of amino acids M)31 to 2517 of SEQ ID NO: 5. 



24. The oligonucleotide of claim^23<wherein the polynucleotide 
encodes at least five contiguous amino acids of a sequence selected from the group 
consisting of: 

amino acids 720 to 745 of SEQ ID NO: 5; 
amino acids 716 to 742 of SEQ ID NO: 7; and 
amino acids 497 to 523 of SEQ ED NO: 9. 



25. The oligonucleotide of clainL23, which can hybridize specifically 
to a polynucleotide encoding SEQ ID NO: 5 or SEQ ID NO: 7, but not to a 
polynucleotide encoding SEQ ID NO: 9. 
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26. An isolated silencing mediator of retinoic acid and thyroid 
hormone receptor, or isoform or peptide portion thereof (SMRT co-repfessor), 
wherein the co-repressor modulates transcriptional potential of a member of the 
nuclear receptor superfamily (nuclear receptor). 
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27. An isolated co-repressor comprising a repression domain having 

a) less than about 83% identity witti a Sin3A interaction 
domain of N-CoR set forth as amino acids 255^to 312 of SEQ ID NO: 11; 

b) less than about 57% identity with repression domain 1 of 
N-CoR set forth as amino acids 1 to 3 12 ofSEQ ID NO: 1 1 ; 

c) less than about 66% identity with a SANT domain of 
N-CoR set forth as amino acids 312 to 6/6S of SEQ ID NO: 11; or 

d) less than about 30% identity with repression domain 2 of 
N-CoR set forth as amino acids 736^0 1031 of SEQ ID NO: 11. 

28. An isolated peptide/comprising at least six contiguous amino 
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acids of an amino acid sequence selected from the group consisting of: 

amino acids^/ to l(030 of SEQ ID NO: 5; 
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amino acids 1 to lD29*of SEQ ID NO: 7; 
amino aci4 1 to 809 of SEQ ID NO: 9; 
and conservative variations thereof, 
provided the peptide is not identical to a sequence of SEQ ID NO: 1 1 . 



28. 



29. An isolated antibody that binds specifically to the peptide,of*claim 




30. A cell line, which produces the antibody of claim 29. 

31. A chimeric molecule, comprising the SMRT co-repressor of claim 
and at least a second molecule. 
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32. A complex, comprising a SMRT co-repressor of claim-2^ and a 
member of the nuclear receptor superfamily (nuclear receptor). 



33. The complex of claimj^2f wherein the nuclear receptor is in the 
form of a dimer. 

34. A method for identifying an agent that modjrfates the repressor 
potential of a SMRT co-repressor, the method comprising: 

a) contacting a host cell with an agent, 
wherein the host cell contains a first expressible nucleotide 

sequence operably linked to a first DNA regulatory element, and 

expresses.a-fusion polypeptid^/comprising a SMRT co- 
repressor of claim,26, and a DNA binding domain of a first transcription 
factor, which can specifically bind the first DNA regulatory element, 

and wherein binding of the DNA binding domain of the first 
transcription factor to the first DNA regulatory element results in expression 
of the first expressible nucleotide sequence; and 

b) detecting a change in the level of expression of the first 
expressible nucleotide sequence / due to contacting the host cell with the agent, 
thereby identifying an agent that modulates the repressor potential of a SMRT 
co-repressor. 




35. A method for identifying an agent that modulates a function of a 
SMRT co-repressor, the method comprising: 

a) contacting a SMRT co-repressor of claijn< 
a member of the nuclear receptor superfamily (nuclear 
receptor), and / 

an agent; and 

detecting an altered activity of the SMRT co-repressor in 
the presence of the agent as compared to the absence of the agent, thereby 
identifying an agent that modulates a function of the SMRT co-repressor. 
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36. A method of modulating the'transcriptional potential of a member 
of the nuclear receptor superfamily (nuelelirreceptor) h^acell, the method comprising 
introducing a polynucleotide of claim 1 into the cell/whereby the polynucleotide or 
an expression product of the polynucleotide altersahe level of a SMRT co-repressor in 
the cell, thereby modulating the transcriptionaVpotential of the nuclear receptor. 
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37. A method of identifying a molecule that interacts specifically with 
a SMRT co-repressor, the method co/nprisingk 

^^_a)-contacth*g the r^olecule with the SMRT co-repressor of 
claim26^and 

b) detecting specific binding of the molecule to the SMRT co- 
repressor, thereby/identifying a molecule that interacts specifically with a 
SMRT co-repressor. 



